In the paragraph addressing association between RBC levels and MetS, the pathophysiological role of iron overload was presented but in other conditions like premenopause and diabetes. The authors should also include one specific to MetS such as (Bozzini C Another interesting aspect of erythrocyte pathophysiology that would complement outcomes of this study demonstrates that erythrocyte composition is actually altered in metabolic syndrome. These are demonstrated by (Novgorodtseva TP, Karaman YK, Zhukova NV, Lobanova EG, Antonyuk MV, Kantur TA. Composition of fatty acids in plasma and erythrocytes and eicosanoids level in patients with metabolic syndrome. Lipids in health and disease. 2011 May 19;10(1):82.) and (Zong G, Zhu J, Sun L, Ye X, Lu L, Jin Q, Zheng H, Yu Z, Zhu Z, Li H, Sun Q. Associations of erythrocyte fatty acids in the de novo lipogenesis pathway with risk of metabolic syndrome in a cohort study of middle-aged and older Chinese. The American journal of clinical nutrition. 2013 Aug 1;98(2):319-26.) There is no need to add these sources; they are simply provided for authors' benefit. This study's findings independently confirm pathophysiological changes to the erythrocyte due to this condition while highlighting the different erythrocyte parameters affected by each of the sexes. However, in the statements of the strengths and limitations of this study, I recommend not ever claiming that your study is the first to conduct any particular research. It is always safer to start that statement with "To the best of our knowledge," or something of the sorts. My only other recommendation is to refine some of the typographical and/or language errors in the script. They are highlighted (using arrows to identify locations) within the scanned copy attached. Thanks for your efforts!
REVIEWER
Luke Pilling University of Exeter Medical School REVIEW RETURNED 06-Oct-2017
GENERAL COMMENTS
Huang et al. present results showing that specific erythrocyte parameters are associated with metabolic syndrome (MetS) in a cross-sectional study of participants from the Pearl River Delta region of China. As the authors report, this study is novel due to the population under study, showing that well-known associations between erythrocyte parameters and MetS are also observed in this Chinese cohort. This is an interesting study and overall a well-written paper, but there are a number of limitations to the interpretation of the results:
Covariates in logistic regression analysis not described in the methods. In the results section it is simply stated "after adjusting for potential confounders…" -although there is a list of covariates under Table 3 this is slightly confusing; the adjustments include the individual components of MetS, which I believe was the outcome. Please clarify the adjustments in the methods section and in Table  3 . This relates to item 7 on the STROBE checklist for cross-sectional studies. (2):319-26.) There is no need to add these sources; they are simply provided for authors' benefit. Re 2: Thank you very much for the two studies you have provided us ! The two studies benefited us a lot, and we have added these studies in the discussion section (paragraph 4, highlighted in yellow).
3. This study's findings independently confirm pathophysiological changes to the erythrocyte due to this condition while highlighting the different erythrocyte parameters affected by each of the sexes. However, in the statements of the strengths and limitations of this study, I recommend not ever claiming that your study is the first to conduct any particular research. It is always safer to start that statement with "To the best of our knowledge," or something of the sorts. My only other recommendation is to refine some of the typographical and/or language errors in the script. They are highlighted (using arrows to identify locations) within the scanned copy attached. Thanks for your efforts! Re 3: Thank you very much for your reminder ! We have added "To the best of our knowledge," in the statements of the strengths and limitations of this study (highlighted in yellow). And we have refined the typographical and/or language errors in the script (highlighted in yellow).
Respond to reviewer 2's comments 1.Covariates in logistic regression analysis not described in the methods. In the results section it is simply stated "after adjusting for potential confounders…" -although there is a list of covariates under Table 3 this is slightly confusing; the adjustments include the individual components of MetS, which I believe was the outcome. Please clarify the adjustments in the methods section and in Table 3 . This relates to item 7 on the STROBE checklist for cross-sectional studies. Re 1: Thank the reviewer to point this out, and we are totally agree with that the adjustments should be clarified in the methods section and in Table 3 . We have added it in the method section (paragraph 5, highlighted in yellow) and in table 3 (highlighted in yellow). Additionally, we are very sorry for your confusion that our expression mistake causes.
The outcome variable of this study is MetS ("with MetS", "without MetS"), However, the adjusted variables of this study were WC, SBP, DBP, TG, HDL-C, and FPG levels, but not the components of MetS. And we have corrected the expression in the method section (paragraph 5, highlighted in yellow) and under table 3 (highlighted in yellow).
2. 2.Although I agree with the authors that the sex-stratified analysis is a strength of this study, it would also be useful to include the combined results here (i.e. MetS as outcome in whole cohort, with adjustment for sex) for completeness and comparison with previous studies. Re 3: We are agree with that it would be useful to consider MetS a outcome in whole cohort, with adjustment for sex. However, there has been many similar studies applying MetS as a outcome in whole cohort, with adjustment for sex, few studies were conducted to explore the association between erythrocyte parameters and MetS stratified by sex. The aim of this study was to investigate whether the association of erythrocyte parameters with MetS was on a sex-dependent basis, if so, our findings may have implication in considering erythrocyte parameters effective molecular markers for the early detection of MetS risk in different genders, and health policy makers can develop targeted interventions to prevent MetS for different genders. Therefore, our study was performed using the sex-stratified analysis, but not the combined results.
3.Given the age-difference between the MetS groups (male MetS group younger than groups, female MetS group older than controls) this needs further investigation, for example including age and age^2 as covariates in sensitivity analyses (it would suffice to say whether the effect of erythrocyte on MetS was modified or not -if so, more elaboration would be required), in case of non-linear effects. Other covariates, such as smoking behaviour, are not discussed. Re 4: Thank the reviewer to point this out. In fact, we have included age and other variables as covariates in the multivariate logistic regression analyses stratified by sex, however, we only presented a list of covariates under Table 3 . According to reviewer's advice, we have added age and other covariates in the table 3 (highlight in yellow), but we found that there was no significant association between age and MetS in both males and females. And we have replaced "Additionally, it was observed that the mean age of the MetS group in females was higher than that of the MetS group in males (59.78 ± 12.34 years vs. 51.39 ± 12.21 years). We hypothesized that the difference observed in the prevalence of MetS between females and males could be attributed to this age difference. It has been well established that the prevalence of MetS significantly increases with age" with "However, other studies have reported that males have a higher prevalence of MetS than females. For example, Tao et al found the 5-year cumulative incidence of MetS in Beijing adults was 14.22% for males and 7.59% for females; Yang et al revealed that the 5-year cumulative incidence of MetS in Taiwanese adults was 14.95% for males and 9.89% for females. The difference in the findings might be due to the different study design and study population" in discussion section (paragraph 2, highlight in yellow). Alternatively, the multivariate logistic regression analyses (the forward selection procedure) were performed to calculate adjusted ORs of erythrocyte parameters associated with MetS stratified by sex with adjustments for covariates using the Statistical Package for the Social Sciences (SPSS) version 21.0 (SPSS Inc., Chicago,IL, USA). It is well known that if the independent variables are not associated with the outcome variable in multivariate logistic regression analyses (the forward selection procedure) using SPSS version, there is no ORs (95% CI) for those independent variables. Due to limitation of our design, other covariates, such as smoking, were not collected in the present study, which we will study in the future. Additionaly, we have added it in the limitation i(discussion section, paragraph 8, highlighted in yellow).
5. In my opinion this study would merit from a limitations section in the discussion to elaborate on the 2 points made in the "strength and limitations" section, and further discuss any others. For example, are there specific characteristics about this population from the Pearl River Delta region of China that might be relevant, e.g. prevalence of smoking, and dietary factors. Re 5: Thank you very much for your suggestion ! We have added a limitation section in the discussion, and further discussed some specific characteristics about this population from the Pearl River Delta region of China, such as eating breakfast, sleeping, physical exercise and smoking (discussion section, paragraph 8, highlighted in yellow).
Respond to the minor comments
We have replaced "2,75" with "2.75"..
VERSION 2 -REVIEW REVIEWER
Oore-ofe Olumuyiwa-Akeredolu University of Pretoria, South Africa REVIEW RETURNED 06-Nov-2017
GENERAL COMMENTS
Improved. However, some added sources may be unnecessary. If you must add, please revise conclusion as suggested.
The reviewer also provided a marked copy with additional comments. Please contact the publisher for full details.
REVIEWER

Luke Pilling
University of Exeter, United Kingdom REVIEW RETURNED 08-Nov-2017
GENERAL COMMENTS
Thank you for addressing my comments. I believe they have clarified the manuscript greatly.
My only comment refers to Table 3 -you have added the p-values for the non-significant associations but not the ORs and CIs. It would be useful to include should anyone wish to include your study in a meta-analysis in the future (e.g. platelet count is non-significant in this study, but in a meta-analysis with other cohorts it may come out -but your study cannot be included without the ORs and CIs). I leave it to the editor to decide whether this is necessary for publication.
VERSION 2 -AUTHOR RESPONSE
Respond to reviewer 1's comments Improved. However, some added sources may be unnecessary. If you must add, please revise conclusion as suggested. Re:Thank you very much for your suggestion ! We have removed "It has been reported that people from the Pearl River Delta region of China often seldom eat breakfast, stay up late and lack physical exercise [53] . In addition, Han and his colleagues found that the smoking rate of people over 15 years old in Shenzhen was relatively higher than individuals in other parts of the country (22.32% vs. 22.30%) [54] [55] . It is well known that these factors are related to the development of MetS" from the limitation section.
Respond to reviewer 2's comments My only comment refers to Table 3 -you have added the p-value for the non-significant association but not the ORs and CIs. It would be useful to include should anyone wish to include your study in a meta-analysis in the future (e.g. platelet count is non-significant in this study, but in a meta-analysis with other cohorts, it may come out-but your study cannot be included without the ORs and CIs). Re: Thank the reviewer to point this out. In order to add the the ORs and CIs for the non-significant association,we, we have replaced"the multivariate logistic regression analyses (the forward selection procedure)" with "the multivariate logistic regression analyses (the enter selection procedure)". As you know, there is a difference between the two statistical analysis. The results and conclusions of this study have changed, and we have highlighted those changes in yellow.
VERSION 3 -REVIEW REVIEWER
Oore-ofe Olumuyiwa-Akeredolu University of Pretoria, South Africa REVIEW RETURNED 17-Nov-2017
GENERAL COMMENTS
Much better version. Just needs minor final editing -spacing between several words.
REVIEWER
Luke Pilling University of Exeter Medical School, UK REVIEW RETURNED
23-Nov-2017
GENERAL COMMENTS
Thank you for addressing my comments. I look forward to the publication of your paper.
